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WHAT IS CLAIMED IS: 



1. A meVhod of treating a disease or 
condition wherein inhibition of p53 activity 
provides a benefit comprising administering a 
therapeutically effective amount of a temporary p53 
inhibitor to an individual suffering from the 
disease or condition. 



2 . The met hoi 
disease or condition com; 
cancerous tumor. 



3 . The method 
disease or condition comp 




laim 1 wherein the 
p5 3 -deficient 



laim 1 wherein the 
erthermia . 



4 . The method d£ bl&im 1 wherein the 
disease or condition comp^i^es\ hypoxia , a burn, a 
trauma to the central nervous system, a seizure, or 
an acute inflammation. 



5. The method of clairA 1 wherein the 
disease or condition comprises senescence of 
fibroblasts. • \ 
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6. Thk method of claim 1 wherein the 
temporary p53 inhibitor comprises a compound having 
the structural formula 



Vn— (CH 2 ) n - (C) m -R 3 



NH 
II 



^ ^N — (CH 2 ) n - \O m -R 3 



, or 
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X N 

J — k 



and mixtures thereof, 
wherein X is 
m is 0 or 1, 
n is 1 to 4, 
R 1 and R 2 , ind€ 
the group consisting of 
alkynyl, aryl , aralkyl, 
aryl, a heterocyclic, hel 
alkoxy, aryloxy, alkoxyaf 
koxyalkyl, halo, (alkyj 



S^or NH, 



ly, are selected from 
alkyl, alkenyl, 
irylj haloalkyl, halo- 
erd^aryi , heteroaralkyl , 
kylVaryloxy alkyl , aral - 
lo) a\kyl , (arylthio) alkyl , 



and (aralkylthio) alkyl , 

or R 1 and R 2 are takei\ together to form an 
aliphatic or aromatic, 5- to 8-r\embered ring, either 
carbocyclic or heterocyclic; 

R 3 is selected from the \group 
hydrogen, alkyl, haloalkyl, alkeny^ 
aralkyl, haloaryl , heteroaralkyl, 
alkoxy, aryloxy, halo, NR 4 R 5 , NHSC^NR 1 
S0 2 NR 4 R 5 ; and 

R 4 and R 5 , independently, ard selected from 
the group consisting of hydrogen, alkyl\ aryl, het- 
eroaryl , and a heterocycle, 



consisting of 
alkynyl, aryl, 
heterocycle , 

NHS0 2 R 4 , and 
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or R 4 and R 5 are taken together to form an 
aliphatic or aromatYlc, 5- to 8-membered ring, either 
carbocyclic or heterocyclic; and 

pharmaceuqfL cally acceptable salts and 
hydrates thereof . 

7. The method of claim 6 wherein the R 1 
through R 5 groups, independently, are optionally 
substituted with one or more substituents selected 
from the group consisting of alkyl, aryl , OH, NR 4 R 5 , 



CN, C(=0)NR 4 R 5 , SR\ S0 2 



C0 2 R 6 , OC(=0)R 6 , OR 6 , CF 3 , 



halo, and N0 2 wherein R 6 \ is hydrogen or alkyl 



8. The methoq//of 
or NH; m and n each are 
are selected from the gr<j 
alkyl, aryl, aralkyl, all 
haloaryl, or are taken tpgej 



claim 6 wherein X is S 
R 2 , independently, 
consisting of hydrogen, 
haloalkyl, and 
er to form a 5- or 6- 



membered, carbocyclic or heterocyclic ring; and R 3 is 
selected from the group consisting of alkyl, halo- 
alkyl, aryl, alkaryl, aralkyl\ haloaryl, and a 
heterocycle . 



9. The method of claim 6 wherein X is S; 
m and n each are 1 ; R 1 and R 2 are\ taken together to 
form a 5- or 6-membered aliphatia carbocyclic ring; 
and R 3 is selected from the group \consi sting of 
alkyl, haloaryl, aryl, alkaryl, ai\alkyl, and a 
heterocycle . 
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10. The\method of claim 6 wherein the p53 
inhibitor has the structure 



NH 



S' \ — (CH 2 ) n -C-R 3 



O 1 Vi 



or 



NH 
II 

S' N- 



(CH 



2/n 



O 

I' 3 

-C-R 3 



11. The method^S claim 10 wherein R 1 and 
R 2 , independently, are selected from the group con- 
sisting of hydrogen, alkyl, atryl , haloalkyl, halo- 
aryl , aralkyl , and alkaryl, oir R 1 and R 2 are taken 
together to form a 5- or 6-membered ring, carbo- 
cyclic or heterocyclic; and R 3 Vs selected from the 
group consisting of alkyl, haloalkyl, aryl , alkaryl, 
aralkyl, and a heterocycle. 
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12. The Imethod of claim 11 wherein R 3 is 
aryl , optionally substituted with one to three sub- 
stituents selected from the group consisting of 
halo, CF 3 , phenyl, alkyl, nitro, and 



NH : 



■CH ICH 3 ) 



13 . The met: 
inhibitor has the strud 



ju of) claim 6 wherein the p53 



lure/ 



NY 



V- 



or 



N- 



S N 
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14. The mekhod of claim 13 wherein R 1 and 
R 2 , independently, are\selected from the group con- 
sisting of hydrogen, alVcyl, aryl , haloalkyl, halo- 
aryl, aralkyl, and alkairyl , or R 1 and R 2 are taken 
together to form a 5- on 6-membered ring, carbo- 
cyclic or heterocyclic; ^rift Rf is selected from the 
group consisting of alky ]Jf,/ haloalkyl , aryl, alkaryl, 
aralkyl, and a heterocyc/ 



15. The met ho 
R 2 , independently, are 4<pleJ 
sisting of hydrogen, a" 
aryl, or R 1 . and R 2 afe taken 



im 14 wherein R 1 and 
from the group con- 
^haloalkyl, haloaryl, and 
ogether to form a 5- or 



6-membered carbocyclic ring; \and R 3 is selected from 
the group consisting of aryl , \ haloalkyl , and 
alkaryl . 



16 
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The method of claim 15 wherein R 3 is 



aryl , optionally substituted with one to three sub- 
stituents selected fri>m the group consisting of 
halo, alkyl, CF 3 , phenyl, nitro, 



N 



OH 



-CH (CH\) -C-CH 2 -CN 



-CH(CH 3 ) 



, and 



NH 2 
N 
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17. The method of claim 13 wherein R 3 is 



fl-(R 10 ! 



wherein w is d through 5, and R 10 is 
selected from the group consisting of alkoxy, CF 3 , 
alkylthio, alkyl, aralkyl, and aryl . 



18. The method! 
inhibitor has the structui 



^aim 6 wherein the p53 



N- 



S N 



or 



NH 



A 8 

S N-CH 2 C ^ V) R 9 




wherein R 9 is alkyl, aryl, or halo 




wherein R 3 
consisting of pheny 
3 -nitrophenyl , 4 -mejbjAylphfeny 



4 -bromophenyl ; R 6 ar 

or alkyl; and R 8 is^ CC^ 
X 



d f rom the group 
4 -^hlor^phenyl , 4 -nitrophenyl , 
4 -phenylphenyl , and 
dependent ly, are hydrogen 
or \nydrogen . 
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21. Thel method of claim 1 wherein the p53 
inhibitor comprises 2 - [2 - imino-4 ,5,6, 7 - tet rahydro- 
1, 3-benzothiazol-3 (TgH) -yl] -1- (4 -methylphenyl ) -1- 
ethanone ; 

2 - (4 -methylphenyl ) -5\ 6 , 7 , 8 - tetrahydrobenzo [d] - 
imidazo [2 , 1-b] thiazolV 

2- [2 -imino-4 ,5,6, 7- tetirahydro- 1 , 3 -benzothiazol 
3 (2H) -yl] -1- (4-iodophehyl) -1-ethanone; 
2- [2 -imino-4 ,5,6, 7 - tetiahydro- 1 , 3 -benzothiazol - 
3 (2H) -yl] -1- (biphenyl) -V-ethanone; 

2-phenyl-5, 6,7, 8 -tetrahydrobenzo [d] imidazo [2 , 1-b] 



thiazole ; 3 -methyl - 6 -phehylimi^ta 
2 , 3 -dimethyl -6 -phenyl imidazoJ[2 , 1- 
2- (4-trif 1 uorome thy 1 phenyl )//5 , 6, 
[d] imidazo [2 , 1-b] thiazole ; 
2 - ( 4 - f lourophenyl ) - 5 , 6 , 7 , 
azo [2 , 1 -b] thiazole ; 
2 - ( 4 - ni t ropheny 1 ) - 5 , 6 , 7 , 8 
azo [2 , 1 -b] thiazole ; 
2- (3 -nit ropheny 1) -5,6,7, 8-rftetVah 
azo [2 , 1 -b] thiazole ; or a 

and pharmac^eiTtTcally 
hydrates thereof. 



[2 , 1-b] thiazole; 
] thiazole ; 
f , 8 - tetrahydrobenzo- 

et^/ahydrlpbenzo [d] imid- 

rahydrgfcenzo [d] imid- 

urobenzo [d] imid- 
e thereof, 
cceptable salts and 



22. A method of reducing or eliminating 
normal cell death attributable to ^ treatment of a 
disease or condition comprising administering a 
therapeutically effective amount of \a temporary p53 
inhibitor to a mammal to reversibly \nhibit p53 
activity. 
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23. The\ method of claim 22 wherein the 
disease or conditio^ is a cancer, hyperthermia, 
hypoxia, stroke, ischemia, acute inflammation, a 
burn, or cell aging, 

24. The method of claim 23 wherein the 
disease is a cancer comprising a tumor that lacks 
functional p53 . 

25. A method\of reducing or eliminating 
normal cell death attributable to contraction of a 
disease comprising administering^ therapeutically 
effective amount of a tenfoor^fry pE}3 inhibitor to a 
mammal to reversibly inhi&iA p53 y&ctivity. 



26. A method of 
damage to normal tissue at 
for cancer comprising admijnfi^ 
ically effective of a temp 
mammal to reversibly inhib 



27 



The me-t'hod 



rcinq pr eliminating 
ibutable/ to a treatment 
tering/a therapeut - 
iry p5y8 inhibitor to a 
"activity . 



f claim 2b wherein the 



cancer treatment comprises chemotherapy. 

28. The method of cla^ym 26/^herein the 
cancer treatment comprises radiation therapy. 



prising : 



29. A cancer treatment composition com- 

(a) a chemotherapeutic drug; and 

(b) a temporary p53 inhibitor. 
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30. An improved method of treating cancer 
comprising administration of a therapeutically 
effective radiation dose to a mammal to treat a 
cancer, and administration of a therapeutically 
effective amount of a teVnp<5rarV p53 inhibitor to the 
mammal to reversibly inhabit jz$53 activity; 



31. The method \of c 
radiation dose and p53 /Lnhn 
simultaneously . 




im 30/wherein the 
or are administered 



32. The method of ^^i™ 3^7 wherein the 
p53 inhibitor is administered\prior to admin- 
istration of the radiation dosi 

33 . A Method of preventing cell death 
attributable to a Stress- inducing event affecting 
the cell, said methoci comprising treating the cell 
with therapeutically effective of a compound of a 
temporary p53 inhibitor to reversibly inhibit p53 
activity . 



34. The methods of claim 33 wjierein the 
stress-inducing event comprises a cander treatment , 
a trauma , hyperthermia , hyp>oxia-^ ischemia , stroke , 
burn, a seizure, a tissue o^y/organ prior to trans- 
planting, preparing a host |V&r '<T"bone marrow 
transplant, or DNA damage. '/ • 



35. The metho x d-dh c 
activity is inhibited for a su 
cell to recover from the stres 




wherein p53 

time for the 
ng event . 
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36. A pharmaceutical composition for 
treating a disease comprising 

(a) a drug Capable of treating the dis- 
ease, and 

(b) a temporary p53 inhibitor. 

37. A pharmaceutical composition com- 
prising 

(a) a temporal^ j@^>3 Jinhibitor, and 

(b) a carrier. 

38. A method pii^fnodulVt ing tissue aging 
comprising treating the /tis|sue wifth a therapeut- 
ically effective amount /©f a temporary p53 inhibitor 
to reversibly inhibit p£3 acWvity. 

39. A method of sensitizing p53 -deficient 
cells to a cancer therapy comprising administering, 
in conjunction with the cancer \therapy, a sufficient 
amount of a temporary p53 inhibitor to a mammal to 
destroy p53 -deficient cells that\ survive in an 
absence of the p53 inhibitor, 
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40. An iVnproved method of treating cancer 
comprising administration of a therapeutically 
effective dose of a chemotherapeut ic agent to a 
mammal to treat a cancer, and administration of a 
sufficient amount of a temporary p53 inhibitor to 
the mammal to reversihtLy inhibit p53 activity, 
wherein the dose of th^ chemotherapeut ic agent is 
greater than a dose of \the identical chemothera- 
peutic agent required tfc treat the cancer in the 
absence of administrat iota of the p53 inhibitor. 




41. The methodi of claim 4< 
mammal is free of a canceJjryfindi/ced by temporary p53 
suppression . 



42. A method cji? Veduc/ng or eliminating 
p53 -mediated side ef f ects]/ a^sojzf'iated with a cancer 
therapy comprising a dmini's taring a therapeutically 
effective dose of a— JtemporarM p53 inhibitor to a 
mammal in conjunction with the cancer therapy. 
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/ 

The method of dlaim 42' wherein the 



cancer therapy comprises radiation therapy. 




44. The method of cl$im 42 wherein the 
cancer therapy comprises chemotnferapy. 



45. The method of claim 42 wherein the 
p53 -mediated side effect comprised one or more of 
hair loss/ testicular cell damage , \intestinal 
epithelia cell damage, lymphoid system damage, or 
hemapoietic system damage. 



